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m m m 

-r^fc>t>. 3D^->>^ ^ior^xiRNA^-f ;v;*-£fc3cDt*ru -f 

>7;v^>1f>iM;i/;*t±— *i®7^txiRNA>>^^tfe5 [J. Virol., 29, 
293-300(1979). Am. J. Vet. Res., 37, 1031-41(1976) jS&Tf^ -f f5 2t N 
5 5-5 9Hs 2 0 0 2###G o >7;i/^>1f w A N B^nn^ 

^;VX^s^-r?>b-b^-£D->T;i/m^®i±^^oTV>^ [J. Virol., 65, 
6232-6273(1991)43ctt>*Virology, 189, 121-31 (1992 )#ffl 0 

^n^I/^-^ (HA) ©l^SSmfc<fcoTW^^^X^iIi:^^^tbT*5 
^%Zh&%lt>fiT^& (e7^;i/^ s !§5 l# s 1 9 3-2 0 0Ms 2 0 0 1^#I 

>r > ? >if £ £ n d ^ 1> <r © £ w R n A©te^3©gfck ot© 

^•cfflai-r & o >f > 7 >if >> >l/^ CD R N A©te^ttW£*fflJI&©^t*IT 

fft)*U !)^XRNAfc ^*fflJS©mRNA©5' *»fcMtSCAP§| 
£>© 3 ' ^SgfflS^tcr^'f "7— filfcftJO-rS CfcCiot^-fMSlIRNA^ 
J^-TS [J. Gen. Virol., 83, 723-34 ( 2002 )##0 0 . dCDfciM ;v 
^mT^^Y^^D^a-yY-^y^ofcRNA*'^?- ^©EMMR! 

mbfrtegfiX^Z [Phi 1 os Trans R. Soc. Lond. B Biol . Sci., 288, 359-70(1980) 
35«ktt Arch. Virol., 141, 1587-94(1996)#M 0 
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^tzMMXl±\%£A J ¥(DWi'nV& ; g£tite^ [Advances in virus research, 48, 
l-100(1997)#Bg] o 

Miil'l«P»^{^S¥ (Severe Acute Respiratory Syndrome 0 SARSh 

B&-T) ^-f;i/x{±s m£mwttm%t&mt>n%mMte^uj-t7 j frx-e^ sars 
t7j)i*&m%mz-rs ARS(Dim ±-m^-xmmmm.8 4 3 9 ajb x ^tzm 
8i2A(2oo3^7^3 um&) h?£t:wim<, ^o^m, vwmm&vtfrm 

#JT"?EM£ £ £ J: # 3 £ h fcfcfci £> ftT 1 ^ y ^ ^ > £*jja6 b T Z> mm<D^> 

. 7)v$?-*y\z.\±^zixiirt> * ^T.^mmm^.'&i^m^wm^ yy )^y^ ^ 
)i7,mmm(D^m^rz^mm^&^^bi^m^nx^^m^mm9 8/3 0 

z.h&%nznx^-&^o 

^^;i/X©ii5ilpi^ffl7yfe§CJ:y?)S^n^nTV^^ CPlanta medica, 67, 
240-43 ( 2001 )#JC! o 

%tz, y)\s?^*yh*^*>*^mir%^>7)V^yy>m&m&F a &m^ftX 
^3 C^#l^$g2 0 0 1-5 1 1 7 7 0-*§##0 #s i3^*y*^mmM^-=i 

77E')^^tlt§>7^;i/^t*fe!)-*I77^iRNA'7^;«J:U.t 
B\ ^^ni/^«^7^;v^ (CSFV) s ^ JV^Tm^ 4 (BVDV) 

mmr ztmizt ^xmmmx # &f^m t & ^ x v > & ^ & a b v 
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*mm±s . wt© ( 1 ) ~ (15) tiit^c 

O) mmw, m\>x±.<Dm.iW5±m^M'r^±M (i) (2) <D%mm 

o 

(4) nn^^-fW^It^^^V^^ a^44n»3&#§IS¥ (UT, SAR 
ShB§-r) ^^;i/^T«fe?)±I3 (1) ~ (3) ©V^iTftfr lo©|E*m> 

(5) 7vif>^;vx^fcji-r^>^'f A )v^ym^ * (wt\ b 

VDVhB&t) -£&3±fB (1) ~ (3) ©l^ftfr 1 0©£I/&tJ 0 

(6) uwmfts m.-m:-&2>±M (i) ~ (5) ©i^nfri©i&5m> 

(7) g3H#s ^p^ij, ^?UV )\,m^tz\±mxm~Z&'&±M (6) ©£I 

(8) mmifi, Affis-«*k Afi&m&P«J*fcl±ffl^JP«tel*CfeS±fB (1) ~ (5 

(9) 3 0°C~5 0°C©±fS (6) ©#i7n^J^#t hffijt)©»P«3fc^-#-r £ 

(10) nuj-tj frxmizmTZtH SARS^-f ;V^T-fe^±f3 (9) 

(11) 7^if^^;v^K:js-rs^'f;i/X^s b vd VT*&£Jifa (9) ©^bs* 

(13) M7cM^;v^^>«b<ttKiliM^;i/^^>*-fcH:*tt&©ai#05fc: 
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&3±I3 (1 2) ©ttfflo 

&&isn^&&Vi3^*>*^T%^h\z&2>±M (14) cDTO£fc»^# 
#3gBJ fc&l^Ts Jt7cM?>* > £ & r - L - G 1 u - L - C y s - G 1 y CD 

, B^<DffiL&mfrZ><Dm8i%k [Methods in Enzymology, 3, 603(1957)] , 

flS*^J*$S [Bull. Chem. Soc. Jpn., 53, 2529(1980)] . WM^ (^HB§61-74595 
) MlhmyfrZT-JrXDmm.mhXsXtes Acta Biochim. Pol., 17, 175(1970) 
WM<Z>J5& £ if 3 3 o 

i. m^m^^^^^xDih^mm 

3l7cM^;i/^^>(± s Bull. Chem. Soc. Jpn., 53 , 2592 ( 1980 )f3^cD^tb 

N ^;v-L-2-7^y-4-i/7y M*:c^-;i/:c;*5 t ;i'&N l - ^ 

^r-f^^'J^^-h^b^ (4R) - 2 - [ (3 S) -3-^h3^>:fr;i/ 
;tf-;)/-3- (^l/^;^^) 7-ntr;i/] - 4- (^ h^^^;v^-;i/^^-;i/*;v 

n^ju) >&$mvs M^x-r-te h>7km&^ m- 1 5°c-e^> 

fbbfc^s (pH4) T-jraT^hfcJ;^ ^;i/^;i/^;i/^^>^#§ 
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M7lM^;v^^^->}±s Methods in Enzymology, 3, 603(1957)IB48©:£r$£fc:bfc 

usa^^ts mmm<D 1 o % h u * o pw (tca) *mn-$-% 0 »^«t: 

0 mol/l©7K^b^- hU^ A £«]-r S £ £: fc: «fc t> pH^5fcl ££t& 
I^PH6. 5tlItl>o ^bfe^n^A^Mx 0°C-T?ll$IBfitf#UfcgU 
tK^^tKT* 2 m^#-r^)o M^I'MO 2 mol/l©3ft&fc$g#bfcgL 
t>©Wiil0mg5feD3ml©0. 5mol/l©i«£«]-r3o 

^iU 0 . 5 mol/l©«l? 2 H N ^7jcT- 3 HJ&tf* # y — ;VT* 2 HUH^#t- 

#^> N ^tr^^^v^p—h^^yt^tr^o^^jF-v^v— h EGCg 

£^tffc©Tfc;h > «V^ftTfc<fcl , »o ^IPJTm^^^&x rUflRffi-Cfe 

oT&ck^U *^^>^tf^»^ambTm#bfe%©-e$>oT^) cfcV^o 

^t>*^^mbT#^ns^7 l ^>i±^^^fesv^(«^©^^^•r^@Jg 

5 



WO 2005/007640 PCT/JP2004/010765 

.9 9 2 2-^K ^«c2f.CD«t4bft:J: t)ffi»7/l/=i~7l^Wft"C}AffiU/t^cD$JR3|st2i u 

&i£&z\,^±m&{fc*^&fci$% : r*>m<Dmmm mm^3- 14572^)^ 

7 4-^) &££fclf&;r £#T-§£o 

mm-frbmffiztizt&hvTte, mz.it, t^^-v, t^-k tti/^*— k 

hs ^^x- K tKD^nUK tF07*DU\ tKD3-^h\ 2-fc 
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^btiM^^a-Xb^i^ifoS^Nn^Wb^ 7^;i/3r;w\^ h\ #|;tfc£ N Hfb 
^> ^;v^t>*^b7 x. * ^;v^cd J; o &m#JT-EH$tfb Lt m#T* # h*£ if 

*^^45^^ =1 JK^kUST £ ^7 i: bTJis S AR s t> * ;i/;* N 

^^m;^ y^r3i/^ij7-f;v^, BVDV&cta^— t>nz> 

o 
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mnm*mmirz>mM±, mmk mem. mmm, mum, &mk mmpk 
%4h$k #*Rftk mmm, tm^m. mmnuMm^mmm^m^^^h^x^^^ 

mam<DmMhLxi±, m.#k m.m, mmtk %#k *,u*>7nk *y j b)i>mm& 
$>\?t>m 0 mz&, mumvftWtft. mm, mk mmmom^^, & 

to*- k y *&m<Dffitim)^ * w«>5k» 7>^T±^m<DW&Mm<Dffi3mk w&&, 

<>A, Jftft#/l^i>A x J^K*5S^- h U £A N h y ^ A^CDH^J. x 

10mol/l~200inmol/K £ b < &20~50mmol/l(D$lJg : £&t:f £ C ^ # 
^^r>©aS^ bT&#?£ b < f±10Amol/l~10mmol/ls J; bUZIt b < fc*20/zmol/l 

x^ii t- * > & a«ft a i o^±© mm&gfeT* & n« v > -rtiopH-efc o t * «k < „ 

»£b<tt4.0~6.0©IBffl£&fcf3£fc#T?&3o 
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MMs #i$s Mits £Ol/*3^t->£LTlmg 

~10000mg N £ b < J£20~~2000mg N «fc *) £f g; b < &50~~500mg^ i: bTl,ag 

~500mg, £?£b<i±20/zg~100mg, J; D$? 3; b < »50,ug~25mg£ 1 B IHI^^^IhI 

te&^T&®®#m%/mmmt\tz¥*mi)n vxwmutir % z. h-&x%&o 

-e&oT&<fc<U y)]/??-*>(Dmm£\^X&, *£i;b<&10mmol/l~2()0mmol/U 
<fc W£ b < »20<-50mmol/l, ti^^rXDmmt Ut(^ b < fcfclOnmol/l~ 
lOmmol/U &bn%h<mOuml~2mo\/l(D^m%$>l<fZ>Z.hfi i X%2> 0 

#x7n^j N ^fc{«A^j»s mnm.m(Dmftfrmz&\,\xM%a(D^mz&y) 

^a^J^TK^r^i: bTs)IM"?r§^' [Pharmaceutical Dosage Forms and Drug 
Delivery Systems (mM& J 3'MfcRX?MM& J 3-m) , 6th edition, (1995)] 0 

m±s mm&mfrwiz&^xMm&tRXMx&&m[imT!or s pharmaceutical 

SCIENCES, 17th edition [im)lzmM£tlX^2>o 
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ih*w*bv^o ±mmn\(D^mm±, ^m, w-m, m^tz^^-cmta 

3 0-5 0°C. »tt<|i3 5-4 0°C^ J; t) b < & 3 7 °C£&(;f & £ £#T*£ 

So 

zumvjsmz ct t> sett- s c s 0 
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jiuu— d d j -jvta ir s mmAKffl t it &&&& kxty k ^ 

*^©^t)^^^j^fc^^Ji: bT t h £&#T3^i§r©;i£#*;&Z>*& 
#Hl^iis t^USs -*Ss ^t£&£££oT^&3# N Its ^;v^^>i:L 
Tl~10000mgs £f 3; b < &20~2000mg s «fc t)$fi= b < &5O~5O0mg N *r^r>i:ltl 
.//g~500mg s $?£b<&20/zg~100mg s J; g; b < {*50^zg~20mg^ 1 B 1 m^P, 

^••r £ «fc d M^Kb -e § s o 

*%W©^ffifcbTt±^ J; tffcs 1 ^^ ostitis Ioj^Jkd^j 

73— A?y v>f ^D^D^^©^^^ &mag*&tti 
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^-^©*««ffls mm. nils *o*j»tft5©mw*it)»ffiN fatt, upsis 

mu mmu uka* T«k fB^s ana* ^-ri, fa* 

m«im*k *6*sk Jtttsswa&k iMbB&jtSk fg^s g?e*sk 

giu #a^-x, bnk x mm* mvm, mmm, wutm. &fbau mm.m 

0.1-9 011% ^$U<lil-7 0«*% N #k:£?g;b<&5~5 011%^ 
§ X o £ frtS o 

aS^Afc^b— H^.fe!3W^t>htt N 100~10000mg, »i;b<»100~ 
2000mg, «fc D b < &200~1000mgs fj^^-yh bTlOO Ag~500mgs b < {±100 
/zg~100mg s «k DEFi; b < &200 ( ag~50mg-Tr& D> 10fc l ®£fz\±$kmtefrttTm 

m-r So m^i±s tefcissefct&i^ 1 bp^~ 1 *p p^ b < & 1 mp^ 
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iJ&^-Xs mm. ytwtk wvm, mvm, zuwk rnoMs sa 

X%2> 0 

>y>j}UJi§ 3 as mm, tf— ;v^-Ts ^iSs tvi/zj-^-Ts b£?$£>-r^©i§g# 
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CT^i3iiR£*i&#s 7 )l 7" *>hhT, 5Em&0.001~100M 

ftil kg^feD0.1mg-10g, b < &lmg~5gs ct t)#3; b < &10rag~lg N 
*f^r>hl^ 3ims Ml kg^fc>30.1//g~0.5g, $?|;b<&l//gM).25g s 
£^£b<&10/zg~0.5gT*fetK 1 SfclIll^fe^|lIfc^{tT^m-r^o jgifc 

So 

Madin Darby Bovin Kidney(MD B K )cells (ATCC CCL-22) §48>) h 
*m^T, 9 0%n>7i;vbfc^^> c fca^i§*bfe^ U ^Mffi^S^M 
(PBS)T"2HJ$G#bfco 

^>J§&MlfiL?i(FB S)-free Minimum Essential Medium(MEM) [Science, 122, 

501 {im))X~ftffi.Vfc&Mmm(Dt7?yziuj-it7 -1 (BCV) Kakegawa^ (B* 

±M^tm±frt>X^) [2. 5 6-2 5 6^^;V^> (HA) ffi/2 

tMebus$c (ATCCVR-874) (0. 0 6 4&cfcl>* 0 . 6 4 H Afiffi/2 5 1 ) £ 1 

;^fe!3 2 0 0/2lfoilU 3 7°CT9 0#Hg, 1 5#g|:}3 £ fcri'— h 
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LTs ^f>^-i/a>bfe 0 PBST3@»bfcts 1 N 5 S 10. 2 0£fc 
&3 0mmpl/lCDji7uM^;V^^>^*-rs'5%FB SttMEM§5 0 0^1 

4 8 S 7 2&<fc7>*9 6BfHg-t-±?i£ 1 0 0^1|p]iRU (HA) 

HAlli^ #<>3i;i/ic0. 0 3%©B SA$Mt?> 2 5 jul lCDPBS^JPiu ^£*l 

twj 2 

MDBK W48 MC9 0%3>7;i/JC> htiJ&S'.fcdfc^il 

50% Tissue Culture Infectious Dose(TCID 50 ) ft 5 1 . 8 x 1 0 8 /mlOB C 
V Kakegawa^hl mg/mlcD^^^r> (EGCg : #fc5£^*t:7 t— ?7- X«fc 
Ji£2 5°C£fcfci:3 7°C T's ^;*ve*i3(K 6 0|fe(i9 O^ii^t^ M 
EMT* 1 0^#ra&{«Lfco 

i#H'7 ^ ;VXi^MD B K«tllU 3 7°C~l:9 O^-fS, 1 5frm$>%lZ7° 
I/-b^tts ^>^ra^-i/ 3 >bfco PBST3ISI^##s 5%FBStt 
MEMS5 0 O^l/^^^iaU 7 2i$IHiM@L ^ -f ^^^Ufett^lffliS 



15 



WO 2005/007640 



PCT/JP2004/010765 



mi 









10 (n) TCID 50 /ml 




IK 


mmm 


OTmEGCg 


I ft b ) EGCg #L; 




25°C 


30 


7.25 




5.75 




30 


8.25 




4.25 


37°C 


60 


7.75 


< 


2.75 




90 


6.50 


< 


2.00 



o 

mm 3 

PBSt2»lfeo 
1.4 x10 s TCI D 50 /nilcDB VD V (ATCC VR524) h 1 mg/mlcD^^ (E 
G C g : 7-7 f>J8^) ££ 3 7 0 CT«3(K 6 0tfe(i9 
O^fflgJM^^fc^s MDBK«fflBSfc:gHfib-9 0#Sk 1 S^ttri/- h 
^Us -O*^— >a>bfco PBSf3TObfctN 5%FBSMMEM 

J§H*$T&s R T - P C R fc <fc D M D B K «4> CD B V D V &&(D D N A £1£etBT 

J:^^S^F^#6tJ^BVDVa^CDDNA(^m^tl^<^D, 9 

±IB^m»> * ^ > t (i ^ ^ tr ^ ^ ^^cD^Be^ Asfe 3 cr £ £5rs b T 

^7Afck B CV£bTKakegawa*fc£/Bl>fc*§-£\ ^7 7Bii N Mebus«£ffiMfci§ 

£-©*£JH£^U ^^7AO#s 0*5ckc>*n«^n^tis 2 5 6HA, 2 5. 6 HA 
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%&V2. 5 6 HACDKakegawa*fe N 7 B©#*5 &MO\± 0 . 6 4 H A& <£7>' 0 . 
0 6 4HA<DMebus^fco^T<D?©lll£^-ro £fcs sIteM^;!/* 
ftxoits IKHi^ /vr^;i^-> (HA) ISito 

-\^;i/^-> (HA) i^ito 

7jc[ 0 . 9 % (w/v) (Di&ibir V U £ AzMS*fc] 1 ni 1 Sfc D 3 mgooWtibM?)]/* 

mm &s ^S^J^7J< lmlfc3mg ©KrtiSJ * ^ ^" > £ &3StgM * ^ ^" > 

^^fe»^M#f*H©S^J©iiM (1) 

3l75M^;v^^> 1. og 

ff^-hU^A 0. 3g 

,0. lg 

7°ntr;wt^^> 0. 02g 
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^tK l&^S 1 0 Omltt^i 

1 gffl^&£hT*§§S£-r&o 

m^tcitmmm^mmmcomm (2) 

mihmyjv i. og 

B®i-hV*7& 0. 3g 

• ;*^;w^^> 0. lg 

7Dt;W\*7^> 0 . 0 2 g 

J&fb^ h u tf A Slttfc&^ft* 

fttek l»fi 10 0ml t-ra* 

^bM^;v*^>:feJ;T>*#^>£^r^ 

l^^fe^^ffl h* d y ^©i^M ( l ) 

;u (4»*fcJft) '35. Okg 

3J— >i/Dy74 3° p< 2 1. Okg 
SCHISM : 

#>Ji^1/>^i;j- ;i/ (^?»6,000) 2 . 7 5 kg 

JMtdM^^^> 5. Okg 

Px.>M 6 0! Okg 

Mffit.7U— ^ 6 0. Og 

18 



WO 2005/007640 PCT/JP2004/010765 

t*H-.43'fMajat45 , fefcN 12 5-15 OXKDWfcfcgBtU ^©^s XT- 
-^SSx ^i^^ti^SS 28-29^ >^ b fcgfr Xtl^r h ;v fc^j 6 

f83;fc»te«RfflKny7©fj» (2) 
* tt$&*/H F p y 7°©ilM ( 3 ) 
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■MKT*. 

&®&m : 

h— ;i/ 3 5. Okg 

n->>>ny74 3° ^ 2 1. Okg 

^'Jxfl/>^ij3-jV (#-?«6,000) 2 . 7 5 kg 

^bM^;v^^-^-> 5. Okg 

. ?^>m. 6 0. Okg 

9^^i'J-tt71/-;^ 6 0. Og 

x 7 ;^ h— ;i/<&7K5 . 5 y y h;vfc$&#u 3->$/o yrsaaip 

fc*5!t53^Mfim9t.^ 1 2 5-1 5 0°CcD?aS^J^U ^©^s 
-Al^i^^fc<t!)sIS2 8-2 b;i/fc$j6 
-7^K««&"TSo 7jc^*^l%mT« / J>-r*STvK^*^tis 51 

mitm? 9^i/wm$wm7 u—s^ (miavo & s # y^v 

Dfc*7 1 ^>$5 . 0 kgMV>*ei J:T*giM-r*o 
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i*$©tts 

3 . mtmifi^ i TOi±©»flii»jfc»ift^*-r*ii«3B i 2 ists©^^ 
vd v fcp&-r) -e&sfflN&g i~3 ©^-ma* 1 m^mmommyoo 

6. g^fe^li^l~5©V%Ttt^l^tlfB«©^#Jo 

7 . Jin*!k #^^D.^;i^JSfctt«A3W-CI&*»«S61B«© 

8. tBMo^s Affix ft8*k ±&mn^&f^±Mmmmm^&%m>kmi~~5(D^ 
?n& 1 iifciB«©m^o 

9 . 3 0°c~5 O°C©^^7f3m©0^TDvr;^J^#b htMfc)©#i*ifc:J8-rr 
. 13. ®55M^;v^^>^b<fi^bM^^5 : -^->^fe^^tL5>©^^lc:^F' 

s*n*ai*«j;v*^^>*»&jBttn* 1 ^±©^s#v^M?>*?-;t>3gb 

<»K^^;i/^^>*fci±^n&©^a&fc^cvns^<kv*^^>T* 
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A 



1200 



800 



X 400 
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O 1 5 10 20 30 (mmol/l) 



B 



120 



& 80 



c 



40 



MebusIS 




O 1 5 10 20 30 (mmol/l) 
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1200 



800 
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